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Rejections Under 35 U.S.C. § 112 f 

The Examiner rejects claims 36-41 and 47 - 49 under 35 US C §112, If 1. In particular, 
the Examiner acknowledges that the invention is enabling in respect to stigmastan-3,5-diene, 
acetic acid, friedelin, and terpene, when extracted by methylene chloride from the leaves of 
Mammea americana. See the bottom of page 3 of the Office Action ("OA"). However, the 
Examiner asserts that broader scope of the claims is not enabled, for a number of reasons, as 
discussed below. 

Organic solvent 

For one, the Examiner asserts that there is no enablement for 'any organic solvent,' 
because the "Applicant has not demonstrated where any other solvent [other than methylene 
chloride] will provide for the phytochemical sti[g]mastan-3,5-diene." See the top of page 5 of 
the OA. 

The Applicant respectfully traverses. Consider, for example, Claim 39. Claim 39 relates 
to a method of producing an anti-microbial composition comprising stigmastan by subjecting 
leaves of Mammea Americana to an isolation protocol including extraction by at least one 
organic solvent (and the other purification steps recited in the claim). In other words, any 
organic solvent that can produce the composition that comprises stigmastan is included within 
the scope of the claim. 

Disclosure of specific, exemplary organic solvents, as the Applicant has done in the 
present specification, is more than adequate to enable a claim covering organic solvents 
generally unless a person of ordinary skill in the art would have reason to believe that other 
organic solvents would fail to cause any extraction of the claimed extracted material from the 
claimed plant material. But the Applicant has no reason to expect that the claimed plant 
materials would exhibit unusual extraction behavior when exposed to other organic solvents. 
Similarly, the Examiner has provided no reason to expect that only methylene chloride, to the 
exclusion of all other organic solvents, can elute stigmastan from plant material. At most, the 
Examiner has purported to show, that some chemicals are brought in solution preferably by 
some organic solvents . That statement is not specific to the properties of stigmastan, nor to 
broad classes of solvents. There is no support for the Examiner's assertion that only methylene 
chloride could produce stigmastan from plants, certainly not when the Applicant provides 
working examples of two organic solvents (and theoretical discussion as to the applicability of 
one extraction step being based on an organic solvents, generally). See, the specification at, for 
example, page 4 at line 21 and again from line 29 to line 36. 

More specifically, as discussed at page 7 of the specification, the Applicant tested two 
organic solvents, ethanol and methylene chloride. When applied to Mammea Americana, each 
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produced fractions that had antibacterial and in particular anti-mycobacterial activity. The 
Applicant concluded that a) the antibiotic is likely to be easily purified (because it is likelier 
under the observed facts for the antibiotic to be just one compound), and b) that it made more 
sense to proceed to the next level of purification with the extract produced by methylene chloride 
(where the antibiotic appeared to be more pure, considering the overall weight of the extracted 
material and the observed complexity of the extract). See Example 3 and Table 2. Thus, 
methylene chloride represented merely the preferred embodiment of the present invention, not its 
scope. 

The Applicant's representative has scanned the scientific literature on stigmastans and 
notes that there are multiple examples of extraction of the compound. That search, did not 
produce any indication that any particular organic solvent failed to extract stigmastan. To the 
contrary, the first four articles which came up in the search and which related to extraction of 
various stigmastans revealed that they can be extracted by: 

1) Ethanol (as by our inventor), see R.A. ABRlmovitch and R.G. Micetich, Extraction from 
Populus Tremuloinides Hearwood, presented at the 45 th Annual Conference Society of 
Canada in Edmenton, Canadian Journal of Chemistry, vol. 10, 1962. 

2) Hexane, see Gutierez A., et al, Appl. Env. Microbiol 65:1367-1371 (1999) and also 
Phuruengrat A. and Phaisansuthichol S., Songklanakarian J. Sci Technol. 28: 39-44 
(2006) ("Phuruengrat," this one describes extraction of stigmastan-3,5,-diene). For the 
Examiner's convenience, the Applicant provides a copy of the Phuruengrat publication, 
attached hereto as Exhibit 3. 

3) Acetone, see Gutierez A., et al t Appl. Env. Microbiol. 65:1367-1371 (1999). 

In light of the above, it is respectfully requested that this basis for rejecting the present 
claims be withdrawn. 

Tissue of origin of the plant material 

The Examiner asserts that the examples provided by the Applicant relate only to leaves 
and that this 'does not predictably indicate that a chemical such as stigmastan will be present in 
any other tissue.' See the middle of page 9. To bolster the argument, the Examiner quotes from 
a patent application by Beuter (US 20030180395) ("Beuter") and reviews an article by Yang et 
al ("Yang"). 

The Applicant respectfully traverses. Even if one was to accept the quotation provided 
by the Examiner from Beuter and the review of Yang as illustrative of the teachings by these 
authors, both authors actually state that their compounds of interest are present in multiple/all 
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tissues, only the relative abundance of the compound differs: "Since the content of the six 
kevapyrones is lower in the leaf extracts than in the root extracts ..." (Beuter); 'seven different 
tissue of Mammea Americana were investigated by Yang and he shows vast differences with 
regard to coumarin content and amounts in the different tissues' (Examiner's analysis of Yang). 

The Applicant has identified extraction from leaves as a preferred embodiment. 
However, nothing in the application limits the invention to that preferred embodiment, nor is 
there any reason to conclude that that the extraction could not proceed on material from other 
tissues. 

The Examiner has not provided any reasoning that would render reasonably doubtful the 
veracity of the Applicant's disclosure in the specification that the extraction could proceed on 
material from other tissues. See, for example, the specification at page 4, lines 26-29. At most, 
the Examiner notes that some other compounds are preferentially (but not exclusively) expressed 
in a tissue-specific manner. However, such preferential expression in plants is generally noted in 
the literature in exceptional cases, typically in cases of highly expressed genes with narrow roles 
in the plant (e.g., germination related functions). More commonly, gene products are more 
ubiquitously expressed. The Examiner does not explain why such exception to the expression in 
multiple tissues should apply to the compounds of the invention nor that it would result in 
exclusive expression only in leaves. 

To the contrary, the Applicant's representative looked at the tissue of origin for the 
stigmastans in the search of the literature described above. The tissue from where stigmastans 
were extracted differed, included leaves or cellulose high content tissue (e.g. the trunk of the 
plant). Most revealing, Phuruengrat describes stigmastan-3,5,-diene to be produced in a herb 
from its wood, leaf and root (the only three tissues these authors tested). 

In light of the above, it is respectfully requested that this basis for rejecting the present 
claims be withdrawn. 

Cobaltocene octomet 

The Examiner asserts that cobaltocene octomet's structure is not adequately set forth in 
the specification of the present application: "specifically, the term 'octomet' is undefined and no 
corresponding structure has been elucidated." Page 10 of the Office Action ("OA"). In respect 
to only Claims 36-41, the same alleged lack of description of cobaltocene octomet and 
specifically the term octomet is again repeated as the basis of rejection under the written 
description requirement {see paragraph spanning pages 1 1-12 of the OA) and as rendering the 
claims indefinite under 35 USC §112, 2 (see top of page 14 of the OA). However, please note 
that claim 39 does not recite 'cobaltocene octomet.' 
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In respect to claims 36-38, 40 and 41, the Applicant respectfully traverses. The 
Applicant urges the Examiner to refer for a complete explanation on the topic in the related U.S. 
Application Ser. No. 10/320,492 ("the '492 application"), also assigned to the Examiner. In a 
communication to the USPTO dated April 23, 2007, the Applicant has provided additional 
evidence showing that the structure of the compound is well known and that cobaltocene octomet 
refers to a cobaltocene having eight methyl groups. Very briefly, as not to duplicate the 
argument in the '492 application and unduly take up the Examiner's time, the specification 
clearly directs the reader to a NIST library of standards, which the Applicant used for her 
analysis and on which analysis the Applicant based the name cobaltocene octomet. The 
cobaltocene, 1,1', 2,2', 3,3', 4,4' compound in the NIST library is clearly and uniquely identified 
as cobaltocene, 1,1', 2,2', 3,3', 4,4'-octamethyl and its structure is clearly presented. The NIST 
reference compound refers to a Chemical Abstract Services ("CAS") entry for the compound. 
The CAS entry for cobaltocene, 1,1', 2,2', 3,3', 4,4'-octamethyl identifies the Applicant's 
application PCT-US50502 as a publication disclosing cobaltocene, 1,1\ 2,2', 3,3', 4,4'- 
octamethyl, a compound otherwise known since at least 1984. Reference to the method of 
preparation and to the properties and structure of cobaltocene, 1,1', 2,2', 3,3', 4,4'-octamethyl are 
also provided by CAS. In addition, the Applicant has previously provided a declaration in the 
'492 application under 37 C.F.R §1.131 by Dr. Autar Mattoo, where Dr. Mattoo declared: 

The name "cobaltocene, 1,1', 2,2', 3,3', 4,4 '-octomet" is in a 
general format used by scientists to describe chemical compounds. 
I understand the name to describe a cobalt-based metallocene 
having eight methyl groups at the indicated positions on the two 
rings of that compound. 

Finally, as the Examiner had a chance to observe for herself, when she conducted a search of 

cobaltocene compounds, methylated cobaltocenes are known and well studied. 

In light of the above, it is respectfully requested that this basis for rejecting the present 
claims be withdrawn. 

Cvclododecane 

The Examiner asserts that the specification does not provide support for the recitation in 
claim 40 of cyclododecane, for example, as being present (in addition to cobaltocene and/or 
stigmastan) in the composition of the invention, extracted from plants. See the middle of page 
10. 

The Applicant respectfully traverses. The Applicant has explained in the specification 
that based on the chemical properties of cyclododecane it may be present in the composition and 
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might add to the effectiveness of the composition. See, for example, the specification at page 8, 
starting at line 12. 

The Applicant respectfully requests that the rejection under §1 12 be withdrawn in its 
entirety. Should, however, the Examiner maintain the rejection for only some of the above 
reasons, then, the Applicant respectfully requests that the Examiner specifically indicate which 
reasons for rejection are withdrawn and which remain. 

Rejection of Claims under 35 U.S.C. §102. 

Claims 32, 33, 48, and 49 are rejected under 35 USC § 102(b) as being anticipated by 
Crombie. In particular, at bottom of page 14 of the OA, the Examiner asserts that: 

Crombie et al. performed a petroleum extraction of Mammea americana L 
(aka Mammea americana mamey Amarillo) seeds with subsequent 
chromatographic separation of various phytochemical constituents . . . absent 
evidence to the contrary, these compounds would have an antimicrobial 
effect on Mycobacterium especially considering that Crombie et al. referred 
to M. Americana L. as an 'insecticide-bearing plant.' 

The Applicant respectfully traverses. Crombie reports the separate isolation of each of 
four coumarin compounds from seeds. Crombie's choice of the extracting liquid, the 
chromatography system, and the silica column elluents are different that the those used by the 
Applicant and, significantly, Crombie washes off the initial extract with an organic solvent, 
acetone, and retains only the non acetone soluble material. Please note review of the literature, 
above, indicating that acetone is a solvent for stigmastan. Crombie satisfies himself that a 
fraction has the compound in which he is interested when the fraction produces a crystalline 
structure, apparently a mark of the coumarins. Crombie is not otherwise concerned with what is 
not retained or washed off, does not perform any interim analysis to determine if any biological 
activity is in the extract, the wash, or even the eluted fractions. Thus, the retained fractions 
contain basically coumarin, in a significantly pure state, with no indication that an antimicrobial 
compound/activity is in the retained fraction. 

Although the Crombie publication mentions that the seeds of this plant are known to have 
insecticidal properties, Crombie does not equate the insecticidal activity with the coumarin(s). 
Similarly, Crombie does not teach that an insecticidal activity is also an anti-bacterial or an anti- 
mycobacterial activity. In many instances, compounds with insecticidal properties do not exhibit 
anti-bacterial properties, and vice versa. Thus, the Applicant does not understand the connection 
the Examiner appears to make between the suspected insecticidal properties of the seeds and the 
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microbial properties of the composition recited in the claims. How does 'insecticidal' equate 
'antimicrobial' and how does 'seed' equate 'composition'? As an aside, the Applicant's 
representative also requests that the Examiner identify the basis for her statement that Mammea 
americana L is also known as Mammea americana mamey Amarillo. 

Crombie fails to anticipate Claims 32, 33, 48, and 49, at least because it does not teach 
the production of a composition having antimicrobial activity. Even the broadest of the rejected 
claims contain at least this element. Claim 48 also recites that the activity is against 
mycobacterium, and Claim 49 recites that the mycobacterium is selected from among certain 
species. Crombie does not even teach anti-bacterial activity, and clearly does not teach anti- 
mycobacterial activity, let alone activity against select mycobacterium. 

In light of the above, the Applicant respectfully requests that the rejection of the claims 
under 35 U.S.C. §102 be withdrawn. 

Should the Examiner feel at any time during prosecution of this application that a 
telephone conversation with Applicant's representatives would be useful to clarify or expedite 
matters, she is invited to call the undersigned. / \ A A V \ 
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